Abstract-Since brain ischemia is one of the leading causes of adult disability and death, neuroprotection of the ischemic brain is of particular importance. Acute neuroprotective strategies usually have the aim of suppressing glutamate excitotoxicity and an excessive N-methyl-D-aspartate (NMDA) receptor function. Clinically tolerated antagonists should antagonize an excessive NMDA receptor function without compromising the normal synaptic function. Kynurenic acid (KYNA) an endogenous metabolite of the tryptophan metabolism, may be an attractive neuroprotectant in this regard. The manipulation of brain KYNA levels was earlier found to effectively enhance the histopathological outcome of experimental ischemic/hypoxic states. The present investigation of the neuroprotective capacity of L-kynurenine sulfate (L-KYNs) administered systemically after reperfusion in a novel distal middle cerebral artery occlusion (dMCAO) model of focal ischemia/reperfusion revealed that in contrast with earlier results, treatment with L-KYNs worsened the histopathological outcome of dMCAO. This contradictory result indicates that post-ischemic treatment with L-KYNs may be harmful. Ó 2013 Published by Elsevier Ltd. on behalf of IBRO.
INTRODUCTION
, that an NMDAR antagonist 48 enhanced apoptotic cell loss in a head trauma model 49 (Pohl et al., 1999) , and that synaptic NMDAR activity 50 boosts intrinsic antioxidant defenses (Papadia et al., Papouin et al., 2012) . Furthermore, the glycine 62 co-agonist site is not saturated under physiological 63 conditions, but is in a hyperactive state (Li et al., 2009; 64 Fuchs et al., 2012) . Glycine-site antagonists may be 65 attractive neuroprotectants in this respect. hand, pre-ischemic treatment was effective, since the Astrocyte activation was characterized by hypertrophic astrocytes with prominent, thick processes and small vacuoles in the cell bodies (panel A, and insert). The microglia also revealed an activated phenotype, enlarged somata and the loss of secondary and tertiary branching (panel B, and insert). A high number of FJ-C+ neurons were seen throughout the cortex (panel C). The FJ-C staining pattern closely followed the microglia distribution (compare panels B and C). In gerbils subjected to a period of cerebral ischemia, 
